However, evidence that the story may be more complicated than previously thought comes as no surprise to those familiar with the enigmatic Sir2. First, the mechanism by which Sir2 slows yeast replicative aging, by inhibiting the formation of ERCs, is almost certainly not relevant in higher organisms. Thus, we are left to ponder how (and why) Sir2-family proteins might have evolved different molecular functions in determining longevity. Second, the question of whether Sir2 plays any role in replicative life-span extension by calorie re-

